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[fflfcgll*-^] 100098501 

[«§&#-*r] 03-5916-5111 

itt^WS^] 005348 

21.000R 

[»f*£] TO* 1 

MM**] 3?^# l 

[%#*] m® i 
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1/ 



\mm&\ mum 

Ummi) (-)-N-|2-[(R)-3-(6,7-v.* b^y-l,2,3,4-f f7H Kn-f y* 
/ 'J >-2-*;V5K-;P) tVij yV]xf ;v|4-7;Vta^>'XT< K — V>Ifc 
ffi<0*SAo HU 197-199 TC«^tt^i^i< 0 

T^^RI19.36, 6.23, 4.73^^3.81 Atfi^i^^^tt^it^ff t 
(_)_N-{2-[(R)-3-(6,7-^y b^y-l,2,3,4-f h7tKn^fV^; y y-2 

o 

[»3tS3] C u-K aM.*$imLXnt>ti2>ni£xm®$xA'<? WW'^V* 

B 

B0o 



«fflHHI (A) 




19.36 




! 15.28 




6.23 




| 5.71 




4.73 




4.50 




3.81 





^>dt=S:#mt1-^> (-)-N-|2-[(R)-3-(6,7-v^ h *V-1.2.3,4-^ b 7 KD 
-f y^y V >-2-^;u^;0 e^i; ^/]^^^l-4-y;vpa-n^>XT5 K — 

lft^5] C u-K «j»*ttfflUT#e)*t&»*xaiia*f^^^ h;H'i3v> 
-C^7-F^PI18.40. 6.52, 5.22, 4.38^5.^4.09 Atti£K£ tT-^ £ £ 

J&ftfc-T*. (-)-N-|2-[(R)-3-(6,7-v^ b*'>-l,2,3,4-7 % b5tKD>fy^ 
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^-v : 2/ 



[fjf^6] C u-K a B.*i&HLX'&bti2>nMXffi.®%xX'<? DViZte^ 

xm-m mRzrmmmtm 2 xm $ ^ h 1 1- & , m 5 tam^ 

H 



te^Pi (A) 




18.40 




6.52 




5.22 




5.06 




4.86 




4.38 




4.09 




3.74 





[SENSE 7 1 DSCffl^a'43V^T, MM*?-? h ^Jt^l76-177 e C#i£K& 
^>Ci:^#mi:1-^, (_)_N-l2-[(R)-3-(6,7-v^ F^y-l,2,3,4-f f 7 t Kn 

[0 0 0 1] 

*mMl$, (-)-N-|2-[(R)-3-(6,7-^ f^y-U,3,4-fF7t Yujv*; 
[0 0 0 2] 

[^*0^tT] 
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3/ 



7-199 roffll^C^^-rifc^fc^tLTV^o L)fcU *&64&AjWIMI£5B*^ 

^fcx.|si-'fb^t i *>oT*>^<^'fc^^ffl^ ! Sr^-t-c: tn*. 

o^ffl«j**^a#tf # sra- n n nS^b^«r»K-r* - fc*q5»$*tTv^ 0 ^ 

[0 0 0 3] 

1 ] BBKfcBaSfcWO 0 0/7 5 1 3 3^>71/7h 
[0 0 0 4] 

Lid t~$-& mm 

xiie^micfev^T^ic#i&-eg^<b^Ao^ H B H ^^ 

[0 0 0 5] 

[sua * * a 

-eo*-c*>#K % mi ^$tL^,^x^niiif^^^ h;v^^i-^^ B B a (ot 
, r«M^ B B H j tv^ 0 ) ^ mzw.mwmzmti2>tz#>. mason* 

(&T\ :^ B U r/3M^ H B H J tv^o) 0#fcfcJiffiLfco 
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[0 0 0 6] 

MAOaifeS; Cu-Ka»*«ffiLTWt>*L*»5|tX«L|II«f^^^ 
h;HCi3V^T^^Pil9.36, 6.23, 4. 73£0 ? 3. 81 A^tit-^^tSd 

]g^206-207 1C#i£ £ ab & C «h £ mW t^2>^ ik^m A Of£ H B a &&& * o 
[3^3 ] 



ttT-WHI (A) 




19.36 




15.28 




6.23 




5.71 




4.73 




4.50 




3.81 


33^ 



[0 0 0 7] 

*L*J&*Xj(ftEI5f^^^ h^frwiJ^T^raiBlS^O, 6.52. 5.22. 4.38^.^4.0 
9 Af*i£fc£e-**#^£fc ^ ^%AO|§B B H ;0iL<(±. 
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[«4] 



ft^RIIPra (A) 




18.40 




6.52 




5.22 




5.06 




4.86 




4.38 




4.09 




3.74 





[0 0 0 8] 
[0 0 0 9] 

[0 0 10] 
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(EtoH) mM*%L<te^<D&zm3LtzEtoimmt¥, so v 

jK^Px^EtOHitS^ #*g&*fr d ZtKX Q&m-tZZhWlzZ&o 
MMi&Zs EtQH»^L<tt**lnx.^EtQffiffitt3jRjB$* % 40 t^&T*^ 
[0 0 11] 

-To 

a<o am&&x.xJ t pm&&&, Mm^mm&x&Zo 

[0 0 1 2] 

TGA-DSC|»^*iJsJLTOJ:^JCfiro/io 
<TGA-DSC$0^frf> 

iraafc^asfcftflfcu £oajR^oas"ca**l-^»^***SE<k (dso ikry 
fm&mt (tga) iaE^w^sijgLiBftb^o t- * ym&stswm.to 

HfcD»v>W\ ^a-e^$tLfc^^^iiR^o^ (^«« : DSC2910X 
^"Hi-Res TGA2950) 0 
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^-v: 7/ 



*fz, ft^ttjfcl±«»«#*n^h*r974- IHPLCJ ) £fflv>T 

W;V*^ryF) -d6 * 3856^ t-t-*lH-NMRtii5tt*tr-^ fit (ppm) «r^"to 
[0 0 13] 
1 - a 

2-(4-7;v^-n > 7^-;v)-4,5-> ? ^ Kn**-^./— /H20.0 gic b ;v^>l200 m 
U (R)-t?^V v>-3-^7;i/5K>^^;Vi^x;H37.07 g«rtPx.fe 0 HWn->60 

;Wc>*/P*vifc — 7XfDt?145.1 gfcJjDx., b;V^>600 ml^ifevv^fio 

#L£o RJBjft*?*^, ftBtJ-^-A' (EtOAc) 960 ml & 0*4% (w/v) NaHC0 3 aq 
£960 mlifflx-fco J£l£ifc&#«LTI*Ifi35 tH«-e5H£L£ 0 =#8814:4% (w/v 
) NaHC0 3 aq 960 ml"C2@«fe»Lfco ^PBUi U 82. 8%£>Mjg£W-r& 

(R)-i-|2-[ (4-7;i/^- > % />f /u)T3 e^y v>-3-#;i^>^- 

NMR: a 1. 16 (3H, t) , 1. 35-1. 80 (4H, m) , 2. 05-2. lO(lH.m) , 2. 20-2. 26 (1H, m) , 2. 45-2 
. 51 (3H, m) , 2. 65-2. 70 (1H, m) , 2. 85-2. 90 (1H, m) , 3. 30-3. 38 (2H, m) , 4. 05 (2H, q) , 7. 2 
5-7, 33 (2H, m) , 7. 85-7. 95 (2H, m) , 8. 35-8. 40 (1H, m) . 
FAB-MS m/z: 323 (M++1). 
[0 0 141 
l - b 

1 - a <D4k&V023OgKEtm 690 ml^M*-, ^^7X345 mlfcill&fco 
<%*P?5L NaOH aq (NaOH 42.8 g/7K480 ml) £jD;i. 25 t^TT2m^^t^ 

Sfc: b;Wr.yi000 ml^ft^, ffimmmL86.3%?>ffi.m*mirZ> (R)-l- 12-[(4- 

NMR(901C) : £ 1. 46-1. 60 (1H, m) , 1 . 79-2. 05 (3H. m) , 2. 75-3. 60 (7H, m) , 3. 68 (2H, q) , 
7. 20-7. 27 (2H, m) , 7. 95-8. 03 (2H, m) , 8. 74 (1H, brs) . 
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FAB-MS m/z: 295 (M++1). 
[0 0 15] 
1 - c 

###11 -bO<b^206.4 gl:N,N-^^f;^t;H7^ K (DMF) 810 ml, 6, 
h*v-l,2,3,4-T- f7 t: Kn^ y^y vj > -^^120.8 g*inx.> 3i 
#U ^*PL^o ^T'h 'Jif;P7^ >53.22 g£l2 T^T^llDx., DMF 217 
ml?:5nx-/io #CV>TlH-l,2,3-^>V*h 7y-;V-l-i-JV (HOBt) 21.32 g&5 

t^TTlDi, l-xfjV-3-(3-y^ f;l/7 ^y^n ~ K 

M. (WSC-HCl) 121.0 g£5 r^TT^n^fCo WJ£®.*0-A r-ei5.5^m#L 
7to ^iS^^7jc340 mk EtOAc 2000 mk 8% (w/v) NaOH aq 550 ml£in*., 5^fl£ 
Ltz a 7X®l3EtOAc 1000 ml^iPx., 7>&L7t 0 $L^X\ mmmZU&L, 8% (w 
/v) NaOH aq 700 mk tK300 m\X2®m&Ltz 0 ^S^tK900 ml^mfrLfzik 
. MEEiMU 83.9%O^Jg^^1-^(-)-N-|2-[(R)-3-(6,7-v^ b^rv-1,2,3,4 
-f f7tKn^y^;ij >-2-#;v*K-;v) kf^y y; ] J.^-;v|-4--7;v^-n^> 
XT 5 K*#7t 0 

NMR(CDC1 3 ) : a 1. 54-1. 68 (2H, m) , 1. 75-1. 87 (2H, m) , 2. 05-2. 95 (9H, m) , 3. 45-3. 63 ( 
2H, m) , 3. 70 (1H, t) , 3. 75-3. 82 (1H, m) , 3. 84 (3H, s) , 3. 85 (3H, s) , 4. 59 (1H, br) , 4. 62 ( 
1H, br) , 6. 55-6. 65 (2H, m) , 6. 95 (1H, br) , 7. 11 (2H, t) , 7. 77-7. 88 (2H, m) . 
FAB-MS m/z: 470 (M++1). 
[0 0 16] 

###11 tmn^Lxntzit&mil.M gKEtOH£JD;iTvtfl?U <£»£97.8 
gt Ltz 0 £ <DmWL32.6 gtCEtOH 5 mk 7jt 0.47 gfcJUx.. $ <b^85% 1 ; >M 0.8 
6 g&flPx., EtOH 5 mlTifcv>^fi 0 Xir—mffiWLfz 0 fe^ZM 

flfcU EtOH-e^al^^L^^ «±^if<&it|:J:^ 95.8%<7)|«fcjg£;pr1- 
£(-)-N-|2-[(R)-3-(6,7-^ h^ri/-l,2,3,4-x h^t Kn ^ V y 'j >-2-# 

t:^V yV]xf;i/|-4-7;i/tn^>X7 5 K — V >M1& 
) 3.38 g*ntz 0 

NMR: S 1. 30-1. 47 (1H, m) , 1. 60-1. 85 (3H, m) , 2. 30-2. 85 (6H, m) , 3. 00-3. 20 (3H, m) , 3 
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. 40-3. 56 (2H, m) , 3. 60-3. 78 (8H, m) , 4. 50 (1H, q) , 4. 64 (1H, q) , 6. 73 (1H, s) , 6, 78, 6. 8 
6 (#-£T 1H, s) , 7. 23-7. 33 (2H, m) , 7. 90-8. 00 (2H, m) , 8. 65-8. 77 (1H, m) . 
FAB-MS m/z:470(M++l). 
[0 0 17] 

###ui tmm^Lxntz^mi.9A g ^EtoH^jDx.T^t> ^^97.8 

gb Ltto Z<7)mm2.6 g^EtOH 5 mh tK 0.47 g&ttlx., S^85%'J >gfe 0.86 
g£2j[];L. EtOH 5 ml-«v>^f£o b b h M£5 °C-e-Bfc«# Ltz a ^b^WML 

-N-|2-[(R)-3-(6,7-v^ >^rv-l,2,3,4--r h ^ t: Ko^f v^ / 'j >-2-*;Kf- 
;u) e^V yV]xfji/|-4-7^n^>X75 K -r/KS (/?MiSSiH) 3.27 

g£#£o 

NMR: d 1. 30-1. 48 (1H, m) , 1. 60-1. 85 (3H, m) , 2. 26-2. 85 (6H, m) , 3. 00-3. 20 (3H, m) , 3 
. 40-3. 55 (2H, m) , 3. 60-3. 78 (8H, ra) , 4. 50 (1H, q) , 4. 63 (1H, q) , 6. 73 (1H, s) , 6, 78, 6. 8 
6 (#-£TlH, s) , 7. 22-7. 33 (2H, m) , 7. 88-8. 00(2H, m) , 8. 64-8. 77 (1H, m) . 
FAB-MS m/z:470(M++l). 

mmm 2 (Dit^m^n^mm^T- * £^1-^ ^ - h 2 ^ tga-dsc^ 

[0 0 18] 

2 - a 

#110 U mB.^J V 17 A36.S kg<DmWLK^ 2-yntxf;V7 5> — JMbfc* 
BSBS27.3 kg£-5 , CmTT?«fliL** , *bljnx.7fco R&ifcfcEtOAc 100 l&2fn;i, 
^t4-7;i/tn^>y<f;v^nij K21.1 kg£5 rJs)lT*t?a#L***t>inix.^: 

o 

£*UCEt0Ac 10 lSrtnix.feo £ORJ&i£*HFLC«!5£U 85.2%<*>>Wia££^1-&N-( 

[0 0 19] 

##011 2 - b 

##m-aORjfcifc£Jn8fcU 45-52 0 C-e4S#F«m# Lfe« RS^lC b ;i/x 
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>40 lfcSnx., tilt F«35 TCttSST^iftLfco ^T«««r7K80 IXffi&Ltz 
o CtUii^, 98MJt^t^2-(4-7;vtn7i^;v)-4,5-^tKnt^t 
% /-;kz> h/wcv-EtQAc i&i££f§fc 0 
[0 0 2 0] 
2 - c 

2 - b -e# £ ttfc h y -EtOAc ?gf&tc h >440 U (R)-bT^ V v 
>-3-*;wf>^xfjvxxfM5.1 kg. p-h /l/Jc^/l/sfrvgft — 7ftfn^26.6 
kgfciOx., Jn&U LT260 lS*Lfc<> fOf, ««ETlwT32 

»#W«#Lfco RJ&iS&Jfrfll8L EtOAc 260 lRm% (w/v) NaHC03 aq£l80 \M 
ktzo Kl&foZmWLXftSSQ X;tt&X~fr%LLtz 0 4HM&4% (w/v) NaHC0 3 a 
q 180 l-e20^L^o MEEifttflU 86. 7%<7>#6j££;rt& (R)-l- 12-[( 

[0 0 2 1] 

2 - d 

## #!i 2 - c Ti# h *Ltztt&® KEtOH 260 lfcjnx.. ^X?m l£iDx.;fc 0 
^Wik, NaOH aq (NaOH 8.0 kg/7)C90 1) Sr*Dx_> 25 tJJrF^2B#W«#bfco 
i£*PT\ aS^^^^^ijnx., pH 3.06i: Ltz 0 «Ltf>ifc£«jEjfcjRiU 
$fc h/wn^lM lfcffc&J?^ MBEjftML^o £<££|$fc h;Wc>190 lfcffcjk* 
„ «Ei«Lfc, i05S*^h^JO190 «£E«USU 90.4%<«]g 

$r^i~ & (R) -1- 12- [ (4- -7 ;w * u ^ > y-f )V) r ^ J ] t?^ y y >-3- * ;v 

[0 0 2 2] 

2 - e 

###0 2 - d Xn h fitzit-^m i'DMF 200 1 , 6, 7-3> ^ h 4r 2, 3, 4-x h 9 

tFD^v^y> -mmm 23.0 kg&anx, a#u J£*PLfc 0 *v»*ehy 

^^7 5 flO.l kg£l0 rmr-einx.. HOBt 4.0 kg£5 t^Tt1nx.f: 0 #c 
v>t\ WSC-HC1 23.0 kg&5 V&TT~1mz., -4-4 °CX~mmWLtz 0 BU&WLK 
7K64 U EtOAc 380 1> 8% (w/v) NaOH aq 105 l*inx., 3HfcLfc<, TKSfcEtOAc 



tBSE# 2004-3039812 



mm 2003-099411 



^-v? : 11/ 



190 l&Jtlx^ frULtZo mnm*i&&U 8% (w/v) NaOH aq 130 U 

7X57 lX*2®ffi&Ltz 0 &7X170 MIEMSU 79%O^Ejg 

*^Tl--?>(-)-N-|2-[(R)-3-(6,7-^^ b^rv-l,2,3,4-x h Kn^v^/'J > 
-2-^^*-;i/) yV]xf ;v)-4-7;vt n^vxr 5 K£*#fc 0 itLHEtO 
H 140 1^JP^> ^«IL7to 
[0 0 2 3] 

nmm 3 at^tj AOa m^ji <nm.Tk) 

##f?02-e-Ci#^tL/iEtOHv#^lCEtOH 330 l^jJDxT^o 2fcv»TN 85%'J >m.l 

i.5kg. 7X52 l^rtjpx., z<DmmzmMLtz 0 z(omm*mwTimmv 

^iPLT^o *fffiL7tM H B B^M^L. EtOH X-mgkZm&Ltz^ Mffij&^-T & c: 
hlC«fc*K 98.9%c7),^Jg^Wr^>(-)-N-|2-[(R)-3-(6,7-v^ b^y-l ; 2,3,4-f 
f7tKo^v^yj >-2-tj /i/ jJ?— ;w) Hi >; y ] x.^- -4-7 n ^ > X 
75 K -U^mm («M^ B B H ) 36.51 kg£#/c 0 

NMR : $ 1 . 30-1 . 50 (1H, m) , 1 . 60-1 . 85 (3H, m) , 2. 30-2. 85 (6H, m) , 3. 05-3. 20 (3H, m) , 3 
. 40-3. 57 (2H, m) , 3. 60-3. 77 (8H, m) , 4. 50 (1H, q) , 4. 63 (1H, q) , 6. 72 (1H, s) , 6, 77, 6. 8 
6(«T1H, s) , 7. 27 (2H, t) , 7. 88-8. 00 (2H, m) , 8. 70 (1H, br) . 
FAB-MS m/z:470(M++l). 

3 <Dfo&m<Dffijfcxm® : iJir- 9 h *m 1 k> tga-dsc^ 

*HltSrfE5JC^1- 0 
[0 0 2 4] 

[^5] 



mmm 3 (o^m<oytm^m. 




C(%) 


H(%) 


N(%) 


OC%) 


F(%) 


P(%) 




55.02 


6.22 


7.40 


22.55 


3.35 


5.46 




55.01 


6.15 


7.43 




3.29 


5.44 



[0 0 2 5] 
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3 Og&CEtOH 800 mU 7R91 mlfcJnx.^ ;&nf& LT?§$$U C 

o tirftLfzffi&ZmLL, EtOH T^ H H B £i£&L£m. 

, 99.7%O^E£^M-)-N-|2-[(R)-3-(6,7-v^ h * 2, 3, 4-7" b5tK 

US*NI) 67.08 g£#*r 0 
[0 0 2 6] 

m i ] ft^»Ao a m$%m% mmm 3 ) (omrnxmrn^r- ? z^-t^* - h 

[0 2] jb^A^iSli^ (^Jfcfll2) O^XftlilffT'-^^^-t^^- h 
tr&*K »(±X«t^J^*, *«lttIBI$f^ (2 0) «r^i"o 

[0 3 ] vc&mA<D a mm&i (mmm 3 ) otga-dsc^^ ■r- * £^1-?- * - 

[0 4] fl?grt&AOj83S*M| (H«!)2) ^TGA-DSC^^fT^-^^^l-^^- 

[05] ^iAo ff ig B B H (H»J3) <^M#fe*^-r^A'-h-e^>^o 

[0 6] it&®A<?>/3m&& (mmffl2) «§tt^tft->t^-5o 
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[HI] 



HIM 




CD 
CM 



[seta] Sftps 
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[H12] 
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[H5] 




[%] ^$11 
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mm 2 0 0 3-0 9 9 4 1 1 **-*J: 6/E 

[HJ6] 




[%] imwn 
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mm] 

[mm] (-) -N- 12- [ (R) -3- (6, 7- v ^>^y-l,2,3,4-fh7tKn^y^'J 

T^-KPgl9.36, 15.28, 6.23, 5.71. 4.73, 4.50^.^3.81 A#i£t'±tf-^ 
£ £ £ £: Z%mt1r2> (-) -N- 12- [ (R) -3- (6, 7-v ^ h *~>-l,2,3,4--r h 7t 

h;l/Hfev^T^^Fil8.40. 6.52, 5.22, 5.06, 4.86, 4.38, 4.09^^3.74 A 
tt&KBiTz-? tt^-fh d t ttt&WLh-fZ> (-)-N- |2-[(R)-3-(6,7-v^ 
2,3,4-f f 7 1 Kn^f y^r / 'J >-2-*;v^^) tf^'J v7]xf ;p(-4-7;i/t 
n ^ > X T 5 K — V >Mi£o /? M^b b H o 
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Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the 
original documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 
^ BLACK BORDERS 

■y/ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
j& FADED TEXT OR DRAWING 

□ BLURED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

JS( COLORED OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REPERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning documents will not correct images 
problems checked, please do not report the 
problems to the IFW Image Problem Mailbox 



